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Abstract: In the present work, a theoretical study on the deactivation of triplet excited (T1) 
state thioxanthone (TX) by indole (INH) was performed, based on density functional 
theory calculations. Three feasible pathways, namely direct electron transfer from INH to 
T1 state TX, electron transfer followed by proton transfer from INH
.+ to TX
.– , and H-atom 
transfer from nitrogen of INH to keto oxygen of T1 state TX, were proposed theoretically 
to be involved in T1 state TX deactivation by INH. 
Keywords:  thioxanthone; indole; triplet excited state; deactivation; quantum chemical 
calculation 
 
1. Introduction  
 
Thioxanthone (TX) and its derivatives are efficient photosensitizers, which have attracted much 
attention in recent years owing to their broad spectrum of antitumor activities and great potential to be 
developed as novel antitumor agents [1–3]. It has been reported that photoexcited TX can cause DNA 
damage [4]. It is known that photosensitization involves two mechanisms, i.e., direct reaction with 
substrates (e.g., DNA, amino acids and proteins) (Type I) or damage via intermediacy of oxygen 
(through energy or electron transfer processes with molecular oxygen to generate toxic reactive 
oxygen species) (Type II). As the relatively long-lived triplet excited (T1) state is mainly responsible 
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for the photosensitization reactions, exploring the deactivating processes of TX will be helpful to 
understand its photosensitization properties. The indole moiety exists in many bioorganic compounds 
like the amino acid tryptophan and in tryptophan-containing proteins. Therefore, in the present work, 
the energetics describing the deactivation of the T1 state TX by INH have been investigated using 
quantum chemical calculations. 
 
2. Results and Discussion  
 
Upon irradiation, ground (S0) state TX is initially excited to singlet excited (S1) state, which may 
then reside in the T1 state through intersystem crossing: 
ΤX (S0) ΤX (S1) ΤX (T1)
hυ ISC
 
According to the electronic parameters of TX and INH (Table 1), the feasibilities of the possible 
deactivating pathways of T1 state TX by INH may be examined theoretically. 
First of all, T1 state TX may be deactivated by INH through a direct energy transfer process as 
represented in Equation 1: 
TX(T1) + INH → TX + INH(T1)
       ( 1 )  
Table 1 lists the TD-DFT estimated ET1 of TX and INH. The theoretical ET1 of TX (2.78 eV) and 
INH (3.26 eV) are close to the experimental values (2.84 eV for TX and 3.12 eV for INH) [5,6], which 
verifies the calculation methods. As INH possesses higher ET1 relative to TX, the direct energy transfer 
based deactivation pathway is unfeasible. Moreover, it is worth mentioning that as ET1 of TX is higher 
than the energy needed to bring 
3O2 to singlet excited state (
1O2), 1.05 eV (
3
1
g g
−
 →  Δ ∑ ) or 1.65 eV 
(
3 1
gg
−+
 →   ∑∑ ), through direct energy transfer T1 state TX can photogenerate singlet oxygen (
1O2), 
which may be involved in the DNA photooxidation by TX [4]: 
TX(T1) + 
3O2 → TX + 
1O2       (2) 
The second deactivating pathway is direct electron transfer between T1 state TX and INH 
(Equations 3 and 4). 
TX(T1) + INH → TX
.– + INH
.+      ( 3 )  
TX(T1) + INH → TX
.+ + INH
.–      ( 4 )  
Table 1 lists the theoretically estimated electronic parameters to characterize the molecular 
electron-donating or electron-withdrawing potentials for TX and INH. The feasibility of pathway (3) 
relies on the summation of AEAT1 of TX and AIP of INH, which is negative (Table 1). Thus, it can be 
inferred that the direct electron transfer from INH to T1 state TX is favorable. In contrast, the electron 
transfer from T1 state TX to INH (Equation 4) is theoretically unfeasible because of the positive value 
of total reaction energy (summation of AIPT1 of TX and AEA of INH). In previous study, the electron 
transfer-based DNA oxidation by photoexcited TX has been reported [4]. The electron transfer process 
has also been reported to be involved in the deactivation of T1 state TX by amines or indolic 
derivatives [7,8].  Int. J. Mol. Sci. 2009, 10                 
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In addition, based on the experimentally identified formations of the radical species, TXH
. and IN
., 
it was proposed that the electron transfer is followed by proton transfer (Equation 5) during the 
deactivation of T1 state TX by indolic derivatives [8]. Therefore, the electron transfer followed by 
proton transfer accounts for an important deactivating pathway:  
TX
.– + INH
.+ → TXH
. + IN
.        (5) 
Moreover, there may exist another deactivating pathway which may result in the formation of TXH
. 
and IN
., that is, the H-atom transfer from the quencher to T1 state TX as represented in the   
following equation: 
TX(T1) + INH → TXH
. + IN
.       ( 6 )  
Table 1. Theoretically estimated lowest triplet excitation energy (ET1), adiabatic electron 
affinity (AEA), adiabatic ionization potential (AIP), homolytic bond dissociation enthalpy 
(BDE) and H-atom affinity (HAA) of thioxanthone (TX) and indole (INH) in ground (S0) 
state and triplet excited (T1) state in aqueous solution (in eV). 1 eV = 23.06 kcal/mol. 
  ET1 E T1
a  AEA AEAT1
b AIP  AIPT1
c
  BDE HAAT1
d
TX
  2.78 2.84  [5]  –2.77  –5.55  5.90  3.12    –4.56 
INH  3.26 3.12  [6]  –1.21  –4.47  5.46  2.20  4.04   
aExperimental value, 
bAEAT1 = AEAS0 – ET1; 
cAIPT1 = AIPS0 – ET1; 
dHAAT1 = HAAS0 + ET1. 
 
Scheme 1. Proposed H-atom transfer-based deactivating pathway of triplet excited state 
thioxanthone by indole. 
- H + H
.
. .
T1
.
S
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S
O
N
H
N  
 
To explore the feasibility of this pathway, the bond dissociation enthalpy (BDE) and H-atom 
affinity (HAA), which have been widely employed to measure the molecular H-atom-donating and  
H-atom-abstracting ability, respectively [9], of TX and INH are calculated (Table 1). The BDE of N-H 
bond in INH is calculated to be 4.04 eV. The keto oxygen is the most favored position to accept a  
H-atom for TX, and the corresponding HAA is estimated as –4.56 eV. Therefore, it can be inferred 
that the H-atom transfer process from INH to T1 state TX is feasible as shown in Scheme 1. Through 
the H-atom transfer from INH to T1 state TX, TXH
. and IN
. are formed, and the two radical species Int. J. Mol. Sci. 2009, 10                 
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have both been observed experimentally during the reactions of T1 state TX with indolic derivatives 
[8]. Furthermore, photoinitiated free radical polymerization is widely employed in various industrial 
applications [10]. TX and its derivatives are important photoinitiators, exhibiting high photoinitiation 
efficiency and the H-atom abstraction of T1 state TX from H-atom donors accounts for one important 
free radical generation pathway.  
 
3. Theoretical Methods 
 
The calculations were carried out using the Gaussian 03 package of programs [11] and the detailed 
methods are as follows. Firstly, the combined density functional theory (DFT) [12,13] method labeled 
as B3LYP/6-311 + G(2d,2p)//B3LYP/6-31G(d,p) was employed to estimate the electronic parameters 
of TX and INH [14–18], which include adiabatic electron affinity (AEA), adiabatic ionization potential 
(AIP), homolytic bond dissociation enthalpy (BDE) and H-atom affinity (HAA). The combined 
method implies that B3LYP/6-31G(d,p) was used for geometry optimization and computations of 
harmonic vibrational frequencies and based on the B3LYP/6-31G(d,p)-optimized geometries   
single-point electronic energies were obtained by B3LYP/6-311 + G(2d,2p) level in an implicit water 
model. For each optimized structure a frequency analysis was used to verify that it corresponds to a 
stationary point in the potential energy surface. The lowest triplet excitation energy (ET1) of TX and 
INH was calculated by TD-B3LYP/6-31G(d,p) method [19–21]. Solvent (water) effect was considered 
through the self-consistent reaction field (SCRF) method with a polarizable continuum model (PCM) 
[22–24] during the calculations. 
 
4. Conclusions 
 
To summarize, according to quantum chemical calculations, three postulated pathways, i.e., direct 
electron transfer, electron transfer followed by proton transfer and direct H-atom transfer, may be 
involved in T1 state TX deactivation by INH. The present findings provide insight into the 
photosensitization characteristics of excited state TX. 
 
Acknowledgements 
 
This work was supported in part by the National Natural Science Foundation of China (Grant Nos. 
30700113 and 30800184) and the Shandong Provincial Natural Science Foundation   
(Grant No. Y2007D53). 
 
References and Notes 
 
1.  Marasanapalle, V.; Li, X.; Polin, L.; Jasti, B.R. Novel in vitro model barriers for evaluation of the 
permeability of antitumor compounds, thioxanthones. Invest. New Drugs 2006, 24, 111–116. 
2.  Corbett, T.H.; Panchapor, C.; Polin, L.; Lowichik, N.; Pugh, S.; White, K.; Kushner, J.; Meyer, J.; 
Czarnecki, J.; Chinnukroh, S.; Edelstein, M.; LoRusso, P.; Heilbrun, L.; Horwitz, J.P.; Grieshaber, 
C.; Perni, R.; Wentland, M.; Coughlin, S.; Elenbaas, S.; Philion, R.; Rake, J. Preclinical efficacy Int. J. Mol. Sci. 2009, 10                 
 
 
4288
of thioxanthone SR271425 against transplanted solid tumors of mouse and human origin. Invest. 
New Drugs 1999, 17, 17–27. 
3.  Stevenson, J.P.; DeMaria, D.; Reilly, D.; Purvis, J.D.; Graham, M.A.; Lockwood, G.; Drozd, M.; 
O'Dwyer, P.J. Phase I/pharmacokinetic trial of the novel thioxanthone SR233377 (WIN33377) on 
a 5-day schedule. Cancer Chemother. Pharmacol. 1999, 44, 228–234. 
4.  Hirakawa, K.; Yoshida, M.; Oikawa, S.; Kawanishi, S. Base oxidation at 5' site of GG sequence in 
double-stranded DNA induced by UVA in the presence of xanthone analogues: Relationship 
between the DNA-damaging abilities of photosensitizers and their HOMO energies. Photochem. 
Photobiol. 2003, 77, 349–355. 
5.  Herkstroeter, W.G.; Lamola, A.A.; Hammokd, G.S. Mechanisms of photochemical reactions in 
solution XXVIII. Values of triplet excitation energies of selected sensitizers. J. Am. Chem. Soc. 
1964, 86, 4537–4540. 
6.  Friedel, R.A.; Orchin, M. Ultraviolet Spectra of Aromatic Compounds; Wiley: New York, NY, 
USA, 1951. 
7.  Yates, S.F.; Schuster, G.B. Photoreduction of triplet thioxanthone by amines: Charge transfer 
generates radicals that initiate polymerization of olefins. J. Org. Chem. 1984, 49, 3349–3356. 
8.  Das, D.; Nath, D.N. Photoreaction of thioxanthone with indolic and phenolic derivatives of 
biological relevance: Magnetic field effect study. J. Phys. Chem. A 2008, 112, 11619–11626. 
9.  Zhang, H.Y. Structure-activity relationships and rational design strategies for radical-scavenging 
antioxidants. Curr. Computer—Aided Drug Des. 2005, 1, 257–273. 
10.  Fouassier, J.P. Photoinitiation, Photopolymerization, and Photocuring Fundamentals and 
Applications; Hanser: New York, NY, USA, 1995. 
11.  Frisch, M.J.; Trucks, G.W.; Schlegel, H.B.; Scuseria, G.E.; Robb, M.A.; Cheeseman, J.R.; 
Montgomery, J.A.; Vreven, T.; Kudin, K.N.; Burant, J.C.; Millam, J.M.; Iyengar, S.S.; Tomasi, J.; 
Barone, V.; Mennucci, B.; Cossi, M.; Scalmani, G.; Rega, N.; Petersson, G.A.; Nakatsuji, H.; 
Hada, M.; Ehara, M.; Toyota, K.; Fukuda, R.; Hasegawa, J.; Ishida, M.; Nakajima, T.; Honda, Y.; 
Kitao, O.; Nakai, H.; Klene, M.; Li, X.; Knox, J.E.; Hratchian, H.P.; Cross, J.B.; Adamo, C.; 
Jaramillo, J.; Gomperts, R.; Stratmann, R.E.; Yazyev, O.; Austin, A.J.; Cammi, R.; Pomelli, C.; 
Ochterski, J.W.; Ayala, P.Y.; Morokuma, K.; Voth, G.A.; Salvador, P.; Dannenberg, J.J.; 
Zakrzewski, V.G.; Dapprich, S.; Daniels, A.D.; Strain, M.C.; Farkas, O.; Malick, D.K.; Rabuck, 
A.D.; Raghavachari, K.; Foresman, J.B.; Ortiz, J.V.; Cui, Q.; Baboul, A.G.; Clifford, S.; 
Cioslowski, J.; Stefanov, B.B.; Liu, G.; Liashenko, A.; Piskorz, P.; Komaromi, I.; Martin, R.L.; 
Fox, D.J.; Keith, T.; Al-Laham, M.A.; Peng, C.Y.; Nanayakkara, A.; Challacombe, M.; Gill, 
P.M.W.; Johnson, B.; Chen, W.; Wong, M.W.; Gonzalez, C.; Pople, J.A. Gaussian 03; Gaussian: 
Pittsburgh, PA, USA, 2003. 
12.  Hohenberg, P.; Kohn, W. Inhomogeneous electron gas. Phys. Rev. 1964, 136, B864–B871. 
13.  Kohn, W.; Sham, L.J. Self-consistent equations including exchange and correlation effects. Phys. 
Rev. 1965, 140, A1133–A1138. 
14.  Lee, C.; Yang, W.; Parr, R.G. Development of the Colle-Salvetti correlation energy formula into a 
functional of the electron density. Phys. Rev. B 1988, 37, 785–789. 
15.  Becke, A.D. A new mixing of Hartree-Fock and local density-functional theories. J. Chem. Phys. 
1993, 98, 1372–1377. Int. J. Mol. Sci. 2009, 10                 
 
 
4289
16.  Stephens, P.J.; Devlin, F.J.; Chabalowski, C.F.; Frisch, M.J. Ab initio calculation of vibrational 
absorption and circular dichroism spectra using density functional force fields. J. Phys. Chem. 
1994, 98, 11623–11627. 
17.  Ditchfield, R.; Hehre, W.J.; Pople, J.A. Self-consistent molecular-orbital methods. IX. An 
extended Gaussian-type basis for molecular-orbital studies of organic molecules. J. Chem. Phys. 
1971, 54, 724–728. 
18.  Hehre, W.J.; Ditchfield, R.; Pople, J.A. Self-consistent molecular orbital methods. XII. Further 
extensions of Gaussian-type basis sets for use in molecular orbital studies of organic molecules. J. 
Chem. Phys. 1972, 56, 2257–2261. 
19.  Stratmann, R.E.; Scuseria, G.E.; Frisch, M.J. An efficient implementation of time-dependent 
density-functional theory for the calculation of excitation energies of large molecules. J. Chem. 
Phys. 1998, 109, 8218–8224. 
20.  Bauernschmitt, R.; Ahlrichs, R. Treatment of electronic excitations within the adiabatic 
approximation of time dependent density functional theory. Chem. Phys. Lett.  1996,  256,  
454–464. 
21.  Casida, M.E.; Jamorski, C.; Casida, K.C.; Salahub, D.R. Molecular excitation energies to high-
lying bound states from time-dependent density-functional response theory: Characterization and 
correction of the time-dependent local density approximation ionization threshold. J. Chem. Phys. 
1998, 108, 4439–4449. 
22.  Miertus, S.; Scrocco, E.; Tomasi, J. Electrostatic interaction of a solute with a continuum. A direct 
utilization of ab initio molecular potentials for the prevision of solvent effects. Chem. Phys. 1981, 
55, 117–129. 
23.  Miertus, S.; Tomasi, J. Approximate evaluations of the electrostatic free energy and internal 
energy changes in solution processes. Chem. Phys. 1982, 65, 239–241. 
24.  Cossi, M.; Barone, V.; Cammi, J. Ab initio study of solvated molecules: A new implementation of 
the polarizable continuum model. Chem. Phys. Lett. 1996, 255, 327–335. 
© 2009 by the authors; licensee Molecular Diversity Preservation International, Basel, Switzerland. 
This article is an open-access article distributed under the terms and conditions of the Creative 
Commons Attribution license (http://creativecommons.org/licenses/by/3.0/). 